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DETAILED ACTION 

1) Claims 1, 10, 11, 13 to 18, 24, 25 and 27 to 29 are pending in the instant 
application. Claims 1, 10, 11, 16 and 18 have been amended and claims 2 to 9, 12, 19 
to 23 and 26 have been canceled and as requested by Applicant in the correspondence 
filed 28 March of 2008. 

2) Any objection or rejection of record that is not expressly repeated in this 
action has been overcome by Applicant's response and withdrawn. 

3) The text of those sections of Title 35, U.S. Code not included in this action 
can be found in a prior Office action. 

Continued Examination Under 37 CFR 1.114 

4) A request for continued examination under 37 CFR 1.114, including the 
fee set forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since 
this application is eligible for continued examination under 37 CFR 1.114, and the fee 
set forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office 
action has been withdrawn pursuant to 37 CFR 1 .1 14. Applicant's submission filed on 
28 March of 2008 has been entered. 

Claim Rejections - 35 USC §112 

5) Claims 1, 10, 11 and 13 to 17are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the enablement requirement. These claims 
encompass subject matter which was not described in the specification in such a way 
as to enable one skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. These claims are not enabled because 
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they expressly require a "polypeptide comprising the amino acid sequence of SEQ ID 
NO: 8" and there is no amino acid sequence presented in SEQ ID N0:8 of the instant 
application. The sequence presented in SEQ ID N0:8 of the instant application is a 
nucleotide sequence. Clearly, an artisan can not produce a polypeptide comprising an 
amino acid sequence that does not exist. 

Claims 18, 24, 25 and 27 to 29 are rejected under 35 U.S.C. 112, first paragraph, 
as failing to comply with the enablement requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to enable one 
skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and/or use the invention. 

In so far as claims 18, 24 and 27 to 29 encompass a "method of enhancing 
agonist-induced down-regulation of a G protein-coupled receptor" by exogenously 
administering a "GASP1" polypeptide comprising the amino acid sequence of SEQ ID 
N0:2 thereto either in vivo or in vitro, the instant specification is not enabling for those 
reasons of record. As stated previously, the site of interaction between a GASP protein 
of the instant invention and a delta opioid receptor is intracellular. The only compounds 
that are described in the instant specification tliat have the activities required by the 
instant claims are polypeptides. One of ordinary skill in the art of molecular biology has 
no reasonable expectation that an exogenously administered polypeptide of the instant 
invention will have any effect whatever on the intracellular interaction of a delta opioid 
receptor with any GASP protein contained within that cell, as would be required for the 
functionality of the claimed method. The instant specification nether discloses how to 
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obtain the cellular internalization of a polypeptide of the instant invention nor identifies 
any prior art reference in which an analogous method has been practiced with a 
different peptide. The amino acid sequence presented in SEQ ID N0:2 is over 
fourteen hundred amino acids in length. Because neither the specification nor the 
art of record describes even a single instant in which a protein of such magnitude has 
been successfully introduced into a cell by the exogenous administration of that protein, 
and because the instant specification fails to provide any sound scientific rationale that 
would support a conclusion that a protein of such size would be taken up by a cell to 
which it has been administered, one of ordinary skill has absolutely no expectation of 
achieving the result recited in these claims via the exogenous administration of a 
GASP1 polypeptide comprising SEQ ID N0:2. 

Applicant urges that the "specification discloses data to show that GASP 1 
polypeptides can modulate agonist-induced down regulation of PGR by regulating 
endocytosis of GPCRs in cell lines overexpressing GASP 1 polypeptides". Applicant 
relies upon the He et al. publication (Cell 108(2):271-282, 2002) to show that "it was 
known in the art that peptides that are capable of regulating endocytosis of GPCRs in 
vitro, such as enkephalin, can also regulate endocyotosis of GPCRs in vivo". These 
arguments are not persuasive because the site of action of enkephalin, a synthetic 
peptide of only three amino acids in length, is on the outside of the cell surface and, 
therefore, available to interact with exogenously applied enkephalin. This is not the 
case with the GAST1 polypeptide of the instant invention, as explained above. 
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Applicant lias traversed th\s rejection on the premise tliat "based on the 
teachings in the specification, it is clear that a sufficient guidance is provided in the 
specification so as to allow those of ordinary skill in the art to make and use the claimed 
invention". Such an argument is not persuasive because it fails to address the technical 
merits of the rejection. Applicant's reliance on In re Brana, 51 F.3d 1560,1566, 34 
USPQ2d 1436 ,1441 (Fed. Cir. 1995) is misplaced. That court decision determined that 
a compound which belonged to a family of compounds known to have anti-tumor 
activity, which is a common and well established specific and substantial utility for that 
family of compounds, would be reasonably expected to have anti-tumor activity in light 
of positive in vitro data with respect to that particular compound since that data has 
proven to be an indicator of anti-cancer activity by other members of that family. Since 
Applicant has failed to show that the exogenous administration of a GASP1 polypeptide 
comprising SEQ ID N0:2 of the instant application to a cell in vitro has the required 
effect upon that cell, Applicant can not rely upon those results to argue that they are 
predictive of in vivo activity. 

In so far as claims 18, 25 and 27 to 29 encompass a "method of enhancing 
agonist-induced down-regulation of a G protein-coupled receptor" by exogenous 
administration of a polynucleotide encoding a GASP1 polypeptide comprising SEQ ID 
N0:2 to a cell in vivo, they are not enabled for those reasons of record. As stated 
previously, one of ordinary skill would not reasonably expect the exogenous 
administration of a nucleic acid encoding all or part of a polypeptide of the instant 
invention to a mammal to have a clinical effect because the art of gene therapy has not 
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developed to the level of a routine practice in the clinical arts. It is noted that several 

genetic defects associated with diseases such as sickle cell anemia and cystic fibrosis 

are well known in the art, as are the genetic corrections needed to cure these diseases, 

and yet the art of record does not show that these diseases have been successfully 

treated by gene therapy. It Is further noted that a number of proteins that are critical to 

the proliferative and Invasive nature of cancer cells, such a telomerases and 

angiogenesis stimulators, have been well characterized in the art of molecular biology 

before the making of the instant invention and yet the art of record does not describe a 

single Instance In which a cancer has been successfully treated by genetic therapy. As 

stated above, the claimed method is not enabled because one of ordinary skill In the art 

of molecular biology can not follow the guidance provided by the instant specification, 

combined with a routine knowledge of the art, and practice in claimed method with any 

reasonable expectation of success. 

As state in the previous office action, A patent is granted for a completed 

invention, not the general suggestion of an idea and how that idea might be developed 

into the claimed invention. In the decision of Genentec, Inc, v. Novo Nordisk, 42 USPQ 

2d 100,(CAFC 1997), the court held that: 

"[p]atent protection is granted in return for an enabling disclosure of an invention, 
not for vague intimations of general ideas that may or may not be workable" and 
that "[t]ossing out the mere germ of an idea does not constitute enabling 
disclosure". The court further stated that "when there is no disclosure of any 
specific starting material or of any of the conditions under which a process Is to be 
carried out, undue experimentation is required; there is a failure to meet the 
enablement requirements that cannot be rectified by asserting that all the 
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disclosure related to the process is within the skill of the art", "[i]t is the 
specification, not the knowledge of one skilled in the art, that must supply the 
novel aspects of an invention in order to constitute adequate enablement". 
The instant specification is not enabling because one can not following the guidance 

presented therein and practice the claimed method without first making a substantial 

inventive contribution. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

6) Claims 1, 10, 11 and 13 to 17 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. These claims are vague and 
indefinite because there is no antecedent basis for "the amino acid sequence of SEQ ID 
N0:8", which is a nucleotide sequence. 

Response to Arguments 

7) Applicant's arguments filed 28 March of 2008 have been fully considered 
but they are not persuasive. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to John D. Ulm whose telephone number is (571) 272- 
0880. The examiner can normally be reached on 9:00AM to 5:30PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker can be reached on (571 ) 272-091 1 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/John D. Ulm/ 

Primary Examiner, Art Unit 1649 



